WO 00/23102 



1/18 



09/807826 

PCT/US99/24442 . ; 



FIG. 1 



L- ARGININE 



\ 



NITRIC OXIDE 
SYNTHASE 



/ 



NO 



►02 



L- CITRULLINE 



+ RSH^ RSNO + H + +e" 

(NITROSYLATING REACTIONS) 

— ONOO- (PEROXYNITRITE) 



+ H 2 0^ 0 . 



F/G. 2 A 

450 ~i 




12 hr 24hr 36hr 48hr 60 hr 72hr 
HOURS OF TREATMENT WITH CYTOKINE 



MEDIUM — D— I FN- g — TNF-a 



SUBSTITUTE SHEET (RULE 26) 



09/807826 

WO 00/23102 PCT/U§99/24442 . 

2/18 



F/C. 2B 

800-1 




■ r 1 , 

12hr 24hr 36hr 48hr 60hr 72 hr 



HOURS OF TREATMENT WITH CYTOKINE 
« — MEDIUM —CI— lFN-g ■— 



F/G. 2C 





3000 




2500 


c 








O 


2000 






o 




ZD 

a 


1500 


o 




cr 




a 
i 


1000 


CM 




o 
2 


500 



o 



— 5 — 



/ 

/ 

/ 
/ 



0 



12 



c> * 



MEDIUM 



24 36 48 60 72 

HOURS OF CO - CULTURE 

•-0-- IL-12 il-2 



90 



-V — iFN-g 



SUBSTITUTE SHEET (RULE 26) 




WO 00/23102 



09/807826 



PCT/U$99/24442 



O 

CP 

o 



CD 
<^ 

cn 

LlJ 



o 



cr 
m 



3/18 

FIG. 3 



I l\J DAZOLE IND.+IL-12 7-M! TROINDAZOLE 7-NML-12 



2 120 
c 100 
~ 80 
60 
40 
20 



UJ 

o 



> 




-o 0- 




0 ~l i i r i i i i j 1 1 1 1 ] 1 r 

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 



DAYS POST INFECTION 



-♦— WT + IL-12 



WT + MED. 



NKO + IL-12 



l\JK0* MED. 



SUBSTITUTE SHEET (RULE 26) 




WO 00/23102 



09/807826 



PCT/U§99/24442 



4/18 



F/C. 5 




< 
o 



2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 
DAYS POST INFECTION 



-4- WT + IL- 12 



WT+ MED. 



NKO+ IL-12 



NKO * MED. 



F/G.6 




m DAY 3 
m DAY 6 
SUBSTITUTE SHEET HRTJT .F 2d\ 




09/807826 



WO 00/23102 



PCT/US99/24442 



F I G . 7A 




* x * -^"ir ■ - * , 



5/18 



FIG. 7C 



FIG.7B 




FIG. 7D 




FIG. 8 



1 234567B9 




1 - UNSTIMULATED 2.5hr 

2- UNSTIMULATED 2.5hr 

3- UNSTIMULATED 5 hr 

4- UNSTIMULATED 5hr 

5- STIMULATED 2.5hr 

6- STIMULATED 2.5hr 

7- STIMULATED 5hr 

8- STIMULATED 5 hr 

9- CONTROL 



SUBSTITUTE SHEET fRTTT.F. ->.a\ 




WO 00/23102 



o 

CO 
LU 

> 



LU 



09/807826 



6/18 

F/G. 9 



PCT/U?99/24442 




■ M PROTE IN 
%%N/P PROTEIN 
□ G PROTEIN 
M L PROTEIN 



F/G. W 

120 -i 




M PROTEIN N/P PROTEIN G PROTEIN L PROTEIN 



■ INFECTED- 2h 
Ul INFECTED - 5h 
□ INF IL-12 Sn-2h 
£J INF IL-12 Sn -5h 

SUBSTITUTE SHEET (RULE 26) 




09/807826 



WO 00/23102 



PCT/US99/24442 



<r 


120 




100 


m 


80 


LU 

> 


60 


V— 


40 


<r 


20 


i 

LU 


0 


cr 





7/18 

Fl G. HA 




M PROTEIN 
N / P PROTEIN 
D G PROTEIN 
L PROTEIN 



120 t- 



F/G. //B 




M PROTEIN N/P PROTEIN G PROTEIN |_ PROTEIN 



INFECTED -2h 
INFECTED-5h 
Q INF I L- 12 Sn-2h 
INF IL-12Sn-5h 
SUBSTITUTE SHEET TRULE 26^ 



WO 00/23102 



8/18 



• ^ 09/807826 

PCT/US99/24442 : 



Fl G. 12 



1 2 3 4 5 6 7 8 




1- UNSTIMULATED NB41 A3 

2- UNSTIMULATED NB41A3 

3- UNSTIMULATED NB41A3 

4- STIMULATED NB41A3 

5- STIMULATED NB41A3 

6- STIMULATED NB41 A3 

7- INFECTED CHO 

8- UNINFECTED CHO 



SUBSTITUTE SHEET (RULE 26) 




09/807826 



WO 00/23102 



PCT/US99/24442 



9/18 



120 

< 100 

^ 80 
en 

60 
40 

20 

O ■ 



UJ 

> 



UJ 



/="/£. /J 



T T 






' ■ * * 






-- 'J; < 

; ; v / 
'. : 

* •*.*■' 

* / ■ * / 

■ ■ . \ * , : ( 


T T_. 








1 
























, , 1 







CHO INF. 



N B 41 A3 + MED. N B 41 A3 +| |_- 12 



□ N 

mp 



F/G. 14 



g 

c 

LU 
O 

CD 

> 
> 

or 

ZD 

cn 




« i i i i 1 1 r 

7 8 9 10 11 12 13 14 15 16 



5 6 

DAYS POST INFECTION 



WT + IL-12 



WT + MED. 



EK0 + IL-12 



EKD + MEQ 



SUBSTITUTE SHEET (RULE 26^ 




09/807826 



WO 00/23102 



PCT/U599/24442 



10/18 



F/G. 15 




O 1 2 3 4 5 6 7 8 9 1011 12 13 14 1516 
DAYS POST INFECTION 



-♦— WTHL-12 



VVT+MED. 



EKOHL-12 



EKO + MED. 



F/G. 16 







7 








XD 






CO 




6 


LU 














O 


5 


OJ 






CD 


cn 




o 


o 








4 


OH 


GM1 








3 


<r 






o: 






CD 




2 



JL 



JL 



X 



1 



WT WT+IL-12 



EKO 



EKO + IL-12 



SURSTTTTTTF suppt /tittt 




WO 00/23102 



11 / 1 8 



09/807826 



PCT/US99/24442 



FIG. 17 



WT + Med. 



WT + VSV 
+ M ed . 




WTt il - 12 



WT+ VSV 
HL -12 




SUBSTITUTE SHEET fRULE 26> 




WO 00/23102 

12 / 18 



F/G. /8 



ENDOTHELIAL CELL 
NUCLEUS 



09/807826 



PCT/US99/24442 



EN DOTH ELI AL- 
CELL LINING 



BLOOD VESSE L A 
MEASUREMENTS 




APICAL 
SI DE 



EPENDYMAL 
CELL 



EPENDYMAL 
CELL NUCLEUS 

BASAL SIDE 



VENTRICLE 
LUMEN 




VENTRICLE I 
MEASUREMENTS 

EPENDYMAL 
CELL 



VENTRICLE II 
MEASUREMENTS 




EPENDYMAL CELL 
NUCLEUS 



SUBSTITUTE SHEET CR UT .F. M 




WO 00/23102 

13/18 

FIG. 19A 



WT + Med. 




FIG. 19C 



WT+VSV + Med. 




• • 09/807826 

PCTYUS99/24442 



FIG. 19B 



WT+ I L- 12 




FIG. 19D 



WT+ V S V + IL-12 




SUBSTITUTE SHEET (RULE 26) 



-Wd 00/23102 



14 / 18 



#• 09/807826 

PCT/US99/24442 



FIG. 20A 



N3 - KO ♦ Med. 




FIG.20B 



N3-KO + IL- 12 




FIG. 20C 



N3 - KO ♦ VSV + Med. 




FIG.20D 



N3- KO ♦ VSV* I L-12 




SUBSTITUTE SHEET nRUI.F ?^ 




09/807826 



> VOfl0/23102 PCT/US99/24442 

15 / 18 



5E 




o 




or 

L . , 

r 


70 


CO 




o 


60 




<r 


50 


cn 

H 


40 


LU 


30 


UJ 


20 


or 
r> 


1 0 ■ 




o - 


< 


UJ 




2 





r/G.2/4 



i 



> 

CO 

> 

I 



I 



C\J 



I 

> 

CO 

> 



□ TIGHT JUNCTION 



F/G. 21 B 



o 
cn 

cn 
o 



CO 



UJ 
UJ 

cr 

3 
CO 

<r 

UJ 



70 
60 
50 
40 
30 
20 
10 ■ 
0 - 



i 





CM 


> 




i 


CO 


o 


_J 


> 

I 




i 




LU 




o 




Z> 






t 


UJ 




o 












UJ 





CM 
r 



> 
CO 
> 

o 

UJ 



LI TIGHT JUNCTION 



SUBSTITUTE SHEET (RULE 




09/8078; 



WO 00/23102 



PCT/US99/24442 



16 / 18 



FIG. 22A 

WT* Med. 




FIG. 22B 




FIG.22C 



WT+ V..SV+ Med. 




FIG.22D 

WT + VSV* 1L-12 

< fit *■» ~ 




SUBSTITUTE SHEET (RULE 26) 




09/80782 



WO 00/23102 



PCT/US99/24442 



FIG.23A 

N3-K0+ Med. 



17 / 18 



FIG.23B 

N3-KO*IL-12 



FI6.23C 

613- KO*VSV* MecJ. 




FIG. 2 3D 

N3-KO*VSV*|L-t2 




c 



SUBSTITUTE SHEET (RULE 26) 




09/807826 



y WO 0^/23102 



PCT/US99/24442 



18 / 18 



Fl G. 24 A 



o 
q: 
\— 

CO 

o 

<X 
CO 



LU 

cn 

ZD 

to 



1000 
9 00 
800 
700 
600 
500 
400 
30 0 
2 00 
1 00 
0 





-r 














•'*M *< 












T 








■i ">*„*,* 


















T -r- 


































1 


1 ' 





ID 

1 



CM 



ZD 
i 



> 

> 



i 

> 

CO 

> 

I 



□ REGION 1 
REGION 2 



O 
q: 

CO 



CO 
UJ 



ZD 

cn 



FIG. 24 B 



1000 
900 
800 
700 
600 
500 
400 
300 
200 
100 
0 



I 

O 

UJ 



> 

CO 

> 

1 

o 

LU 



O 



C\J 

i 

_J 
i 

> 

CO 

> 
o 



□ REGION 1 
REGION 2 



SUBSTITUTE SHEET (RULE 26) 



